INTRODUCTION AND OBJECTIVES:
The endocannabinoid system (ECS), comprising the cannabinoid receptors (CBR), their ligands, and enzymes controlling the turn-over of (endo)cannabinoids (anandamide, tetrahydrocannabinol ¼ THC) , has been suggested to be involved in male reproductive function. As information is scares on the expression of the ECS in human male reproductive tissues, the present study aimed to investigate in the human seminal vesicles (SV) and Vas deferens (VD) by means of molecular biology (RT-PCR) and immunohistochemistry (IHC)/immunofluorescence the expression and distribution of Fatty Acid Amide Hydrolase (FAAH, isoforms 1 and 2, an enzyme known to degrade/hydrolyze cannabinoids, such as anandamide).
METHODS: Macroscopically normal specimens of VS and VD were obtained from 5 male subjects who underwent pelvic surgery for urological malignancies (carcinoma of the prostate/urinary bladder). The tissue was processed for molecular biology analysis (Polymerase Chain Reaction ¼ RT-PCR), Western blotting and immunohistochemistry. Cryostat sections were exposed to specific antibodies directed against FAAH1 and FAAH2, visualization was commenced by means of immunofluorescence.
RESULTS: All specimens expressed PCR products corresponding to FAAH1 (260 bp) and FAAH2 (387 bp). Western blot analysis displayed distinct lanes at positions of the expected molecular weight of the FAAH1 (63 kDa) and FAAH2 protein (68 kDa). IHC revealed cytosolic staining for FAAH1 and FAAH2 in cuboidal cells of the pseudo-stratified epithelial multilayer. No immunoreactivity was detected in the smooth musculature or nerve fibers transversing the tissue.
CONCLUSIONS: Genes encoding for FAAH1 and FAAH2 are highly expressed in the human SV and VD. Considering the localization of the enzymes (as demonstrated by means of IHC), the ECS may be involved in epithelial homeostasis/secretory function rather than autonomic mechano-afferent signaling (control of smooth muscle).
Source of Funding: none

MP43-11 JAK2 KNOCKOUT IMPROVES ERECTILE FUNCTION IN DIABETIC MICE THROUGH ATTENUATION OF FIBROSIS AND APOPTOSIS
Hao Li, Yinwei Chen, Gaurab Pokhrel*, Jun Yang, Tao Wang, Shaogang Wang, Jihong Liu, Wuhan, China, People's Republic of INTRODUCTION AND OBJECTIVES: Janus kinase 2/signal transducer and activator of transcription 3 (JAK2/STAT3) pathway is activated in diabetes condition and may lead to fibrosis and apoptosis in many tissues. We performed this study to investigate the effect of JAK2 knockout on the diabetic erectile dysfunction in mice, both in vivo and in vitro.
METHODS: Cre+/+-JAK2fl/fl mice were used in our study, in which the JAK2 deficiency could be induced by tamoxifen. For the in vivo study, thirty animals were divided into three groups: (1) nondiabetic control group, (2) diabetic group, and (3) diabetic JAK2-/-group. Diabetes was induced by introperitoneal injection of 60mg/kg streptozotocin for 5 consecutive days. 12 weeks later, JAK2 knockout was induced by intraperitoneal injection of 20mg/kg tamoxifen dissolved in corn oil for 4 consecutive days in diabetic JAK2-/-group. After 4 weeks, erectile function was measured by electrical stimulation of the cavernous nerve, and ratio between intracavernosal pressure (ICP) and mean systemic arterial blood pressure (MAP) was calculated. After that penis tissue was harvested. Expression of JAK2/STAT3 pathway, transforming growth factor beta 1 (TGF-b1) , phosphorylated Smad2/3 (P-Smad2/3), Smad2/ 3 and collagen-IV in corpus cavernosum were measured by western blot. The deposition of extracellular collagen was determined by Masson's staining. Apoptosis was detected with TUNEL. For the in vitro study, primary cavernous smooth muscle cells (SMCs) were extracted from Cre+/+-JAK2fl/fl mice. Cells were exposed to high glucose (30mM) to mimic diabetes condition. The effect of JAK2 knockout on the reactive oxygen species (ROS) and Ca2+ level in SMCs was investigated.
RESULTS: The ICP/MAP was reduced in diabetic mice compared with control group, but was improved by JAK2 knockout. The expression of JAK2, phosphorylated STAT3, TGF-b1, P-Smad2/3, and collagen-IV were all decreased by JAK2 knockout in diabetic mice. JAK2 knockout reduced the ratio of collagen to smooth muscle and apoptosis in corpus cavernosum. In cavernous SMCs, JAK2 knockout could attenuate the ROS and Ca2+ levels in high glucose condition.
CONCLUSIONS: JAK2/STAT3 pathway might play a role in the development of diabetic erectile dysfunction. JAK2 knockout could improve the erectile function in diabetic mice by reducing the fibrosis and apoptosis in corpus cavernosum.
Source of Funding: This work was supported by grants from the National Natural Science Foundation of China (NO. 81471451)
MP43-12 THE BENEFICIAL EFFECTS OF COMBINED TREATMENT OF SODIUM HYDROGEN SULFIDE AND TADALAFIL ON ERECTILE FUNCTION IN A RAT MODEL OF PARTIAL BLADDER OUTLET OBSTRUCTION
Didem Yilmaz Oral*, Ecem Kaya Sezginer, Alev Onder, Nur Bayatli, Serap Gur, Ankara, Turkey INTRODUCTION AND OBJECTIVES: Erectile dysfunction (ED) and lower urinary tract symptoms due to benign prostatic hyperplasia (BPH/LUTS) commonly coexist in aging men. The phosphodiesterase type 5 inhibitor (PDE5i), tadalafil has been approved for the treatment of BPH with or without ED. Hydrogen sulfide (H 2 S) is an endogenous vasodilator gasotransmitter generated by cystathionine-b-synthase (CBS) and cystathionine-g-lyase (CSE) in the corpus cavernosum (CC). We examined whether monotherapy with a H 2 S donor (NaHS) or tadalafil and their combination therapy improve erectile function in a rat model of partial bladder outlet obstruction (PBOO).
METHODS: Adult Sprague-Dawley rats (n ¼ 75) were divided into five groups: 1) sham-operated control; 2) PBOO (6-wk); 3) NaHS (6-wk, 5.6 mg/kg/day, i.p.)-PBOO; 4) tadalafil (6-wk, 2 mg/kg/day, oral)-PBOO; and 5) combination treatment with NaHS and tadalafil in PBOO. Rats underwent PBOO surgery by ligation of the urethra. Erectile Vol. 199, No. 4S, Supplement, Saturday, May 19, 2018 THE JOURNAL OF UROLOGY â e583
